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Amendments to the claims: 

This listing of claims will replace all prior versions, and listings, of claims in the 
application: 
Listin g of claims 
Claim 1 (canceled) 

Claim 2 (currently amended): A method for diagnosing disease in a female subject 
using an experimental sample derived from said subject comprising: 

selecting reference samples of known disease state that is are matched to said 
experimental sample in reproductive state wherein the reproductive state of the individual 
is determined h y determining «t least one of the following parameters: 
the menstrual state o f the individual; 
if the individual is post-partum; 
if the individual is or has ever bee n pregnant; 
if the, individual is nr has ever lactated; 
if the individual is nulliparous ; 
comparing the expression profile of said experimental sample to the 
expression profiles of said reference samples to identify the reference sample that 
matches said experimental sample in gene expression; and 

diagnosing the experimental sample with the disease of the matching 

reference sample. 
Claim 3 (canceled) 

Claim 4 (currently amended): A method to diagnose physiological disorders in a female 
comprising: 

comparing a gene expression profile from an experimental sample to a gene 
expression Drofile that represents an average of a plurality of reference samples wherein 
all of the referenre. samnles in th e plurality share at least one indicator of reproductive 

w. ~ wherein indic ators of reproductive status are selected from the group 
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consisting of menstrual state, p o st-partum state, pregnancy state lactation state and 
nulli parity state- and wherein each of the reference samples in t he- plurality have been 
dia gnosed with the, same physiolo gical disorder and wherein the experimental sample 
also shares the at least one indic ator of re productive statuswi ll i matching indicato r s of 

roproductivo status ; and 

Hiapnnsin p the experimental sample w ith the physiological disorder if the gene 
ex pression profile- nf the experi m ental sample is similar to the gene expression profile 
that re presents an average of a plurality of reference samples using said profile 
information to diagnooo physiological disorders . 

Claim 5 (currently amended): A method to identify the reproductive status of a sample 
derived from a female comprising: 

generating an expression profile from the experimental sample, and comparing said 
expression profile from the experimental sample to a plurality of expression profiles from 
samples of known reproductive state status, wherein the reproductive state of the 
individual is determined bv determining at le as t on e o f the f ollowing parameters: 

the menstrual state of the individual: 

if the individual is post-partum; 

if the individual is or has ever been pregnant; 

if the individual is or has ever lactated; 

if the individual is nulliparous ; and 
identifying said physiological reproductive status of said sample of unknown 
origin using oaid expression profile hv identifying an expression profile of determined 
reproductive status that is similar to the expres sion pr o file from the experimental sample . 

Claim 6 (currently amended): A method to identify markers of different reproductive 
states in women comprising: 

obtaining a first gene expression profile matching from a sample from a first 
physiological reproductive state and a second gene expression p rofile from te a sample 
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from a second physietegk*! re productive state, wherein the reproductive state of the 
individual is det ermined hv deterg ing at least one of the following parameters: 

thfi menstrual state of the individual; 

if the individual is post-partum; 

if the individual is or has ever b een pregnant; 

if the individual is o r has ever lactated; 

if the individual is nulliparous ; 
comparing the expression profiles from said first and second physiological 

reproductive states; 

identifying genes that are differentially expressed in said first and second 

reproductive states; and 

identifying at leas t one P ene that is differentially expressed between the 

first and secon d re productive states as a marker c A pic ^i ui i piuf ilo d ntn t o identif y 
markers of different physiological reproductive states in women hafrnms. 



Claims 7-9 (canceled) 
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REMARKS/ ARGUMENTS 
The Office Action mailed April 28, 2003 and the Advisory Action mailed August 
25, 2003 have been carefully reviewed and the foregoing amendments are made in 
response thereto. In view of the amendments and the following remarks, Applicants 
respectfully request reconsideration and reexamination of this application and the timely 
allowance of the pending claims. 

Applicants have cancelled claims 7-9 without prejudice. Applicants have 
amended claims 2, and 4-6 for the purpose of expediting the issuance of claims. Claim 2 
has been amended to correct grammatical errors. In addition claim 2 has been amended 
to clarify that the subject being diagnosed by comparison to samples of matched 
reproductive state is female. Support for this amendment may be found throughout the 
specification and particularly at page 23, lines 25-26. Claims 4 and 5 have been similarly 
amended to clarify that the experimental sample is from a female. 

Claim 4 has been amended to clarify that the reference samples that are used to 
generate the average expression profile are matched in at least one indicator of 
reproductive status and to clarify that the experimental sample is diagnosed with a 
physiological disorder by comparing the gene expression profile to an average gene 
expression profile. Support for the amendments may be found throughout the 
specification, for example on page 15, lines 27-30. The specification also teaches that an 
experimental sample is compared to reference samples of known disease states and the 
experimental sample is diagnosed with the disease of the matching reference sample(s) 

(page 18, lines 3-9). 

Claim 5 has been amended to clarify that it is a method to identify the 
reproductive status as indicated in the preamble. In addition the claim has been amended 
to recite a final process step that clearly relates back to the preamble. Specifically the 
phrase "using said expression profile" has been replaced with the phrase "by identifying 
an expression profile of known reproductive status that is similar to the expression profile 
from the experimental sample." The methods of the invention generally involve 
comparing gene expression profiles from experimental samples to gene expression 
profiles from samples of known status to identify the status of the experimental sample 
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by identifying a similar sample of known statu, In data 5 „ is the reproduetive status 

that is being determined. . 

Claim 6 has been amended to clarify that gene egression profiles are obtamed 
from drfferen. reproductive states and compared to identify genes that are afferent,* 
expressed between the two state, The final step has been amended to clarify mat the 
markers identified are of different reproductive states in women. 

Claims 2, and 4-6 have been amended to add the limitation ma, reproductive 
status be determined by de.ermin.ng a. leas, one of a hmited number of paramoers. The 
parame^rs are menstrual state, post-parrum pregnancy s.a,e, lactation *«. and 
nullity s«a,e. Support for ftese amendments may be found in the specification a. page 
5, lines 24-27. 

It is respectfully submitted that no new matter has been introduced by the present 
m endmen,s and entiy of me same is respectfully request Apphcan* respectfully 
request reconsideration of the pending rejection and reexammation of me presen. chums 
in light of the amendments and the remarks detailed below. 

By these amendments, me Applicant do no. acquiesce .o me propriety of any of 
the Examiner's rejections and do not disclaim any subject matter to which Appl,an K are 
entitled. 



35 V.S.C. §112 Rejection 

,„ Paragraph 3A) of .he office action ,he examiner has rejec<ed claims 2 and 4-9 
under 35 U.S.C. 1 12, second paragraph as being indefini.e because »i< is uncertam as to 
what encompasses 'reproductive — - Applicants respectful* disagree. One of ski 1 m 
,he art would understitnd ft* reproductive s,a,e emails parameters that a* .o the 
norma, variations in reproductive event, This inciudes whether or not a woman , or has 
ever been pregnant and if so, how many pregnancies and the outcome of those 
pregnancies, whether a woman has lactate* and if so for how long, whefter a woman .s 
^-menopausal, peri-menopausal, menopausal or postmenopausal and what phase of the 
menstrua! cycle the individuai was .n when .he sample was isola«ed. In an effort to 
expedite issuance of fte pending claims, Applicant have amended claims 2 and 4-6 ,o 
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add the limitation that reproductive state be determined by determining at least one of a 
limited set of parameters. These parameters are menstrual state, post-partum state, 
pregnancy state, lactation state and nulliparity state. 

In Paragraph 3B) the Examiner indicates that "reproductive state" and 
"reproductive status" are not defined in the specification. As indicated above Applicants 
believe that it would be clear to one of skill in the art what parameters would be included 
in determining reproductive state, but Applicants have amended the claims as indicated 
above to more clearly define the claimed subject matter. 

Claims 7-9 have been canceled making the rejection of these claims in paragraph 
3C) moot. Claim 6 is not dependent on claim 5. 

Claims 5 and 6 have been amended to recite a final process step which clearly 
relates back to the preamble as suggested in paragraph 3D). 

Anticipation Rejection Under 35 U.S.C. § 102(e) 

The Examiner has rejected claims 2 and 4-6 under 35 U.S.C. 102(e) as being 
anticipated by Friend et. al., (US 6,218,122). Applicants respectfully traverse this 
rejection. 

Applicants have amended the claims to remove ambiguity in the terms 
"reproductive state" and "reproductive status". Matching samples simply by sex or age is 
not identical to matching samples according to at least one of the claimed parameters of 
reproductive status. Matching the reproductive status of samples presupposes that the 
samples are from females and requires at least one additional matching parameter that 
reflects reproductive state as claimed. Applicants respectfully submit that Friend et. al. 
does not disclose comparing gene expression of samples with matching reproductive 
state. Therefore, the rejection under 102(e) should be withdrawn. 
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rONCLUSION 

For these reasons, Applicants believe all pending claims are now in condition for 
allowance and should be passed to issue. If the Examiner feels that a telephone 
conference would in any way expedite the prosecution of the application, please do not 
hesitate to call the undersigned at (408) 731-5768. The Commissioner » hereby 
authorized to charge any additional fees which may be required, or credit any 
overpayment to Deposit Account 01-0431. 

Respectfully submitted, 
andra Wells 




Date: _ 

Legal DepaWeift 
Affymetrix, Inc. 
3380 Central Expressway 
Santa Clara, C A 95051 
Tel: 408/731-5000 
Fax: 408/731-5392 
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